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09/489,873 



Examiner 

Karen A. Lacourciere 



Applicant(s) 

KARSENTY ET AL. 



Art Unit 

1635 



- The MAILfNG DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY (S SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36{a), In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent temi adjustment. See 37 CFR 1704(b). 

Status 

1 )K Responsive to communication(s) filed on 05 November 2002 , 
2a)n Tliis action is FINAL. 2b)K This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) ^ Claim(s) 1-60 is/are pending in the application. 

4a) Of the above claim(s) 1-42 is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) K Claim(s) 43-60 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10) K The drawing(s) filed on 05 October 2001 is/are: a)K accepted or blQ objected to by the Examiner. 

Applicant may not request that any objection to the drawing (s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1) D The proposed drawing correction filed on is: a)n approved b)n disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

3)0 All b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the Internationa! Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) S Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) D The translation of the foreign language provisional application has been received. 

15) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attach ment(s} 

1 ) H Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) Paper No(s). . 

2) Q Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) C] Notice of Infomnal Patent Application {PTO-152) 

3) K Infomiation Disdosure Statement(s) (PTO-1449) Paper No(s) 6) □ Other 
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DETAILED ACTION 
Election/Restrictions 

Applicant's election with traverse of Group XVI in Paper No. 17 is acknowledged. 
The traversal is on the ground(s) that the search of all of the clainned inventions would 
not be a burden on the examiner. This is not found persuasive because each of the 
Groups set forth in the restriction requirement mailed 09-05-2002 is a separate and 
distinct invention as detailed in the restriction requirement and would require a separate 
search, which would pose a serious burden on the Examiner. Applicant additionally 
traverses the restriction between each of Groups l-XV and requests that Groups I, II, III, 
IV, V, VI and Vtl be rejoined and Groups Vill, IX, X, XI, XII and XIII be rejoined and 
Group XIV and XV be rejoined. This has not been found to be persuasive because the 
restriction requirement clearly sets forth the reasons that each of these Groups is 
separate and distinct from each other and Applicant has not provided any reasons that 
these inventions are not separate and distinct. 

The requirement is still deemed proper and is therefore made FINAL. 

Claims 1-42 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b), as being drawn to a nonelected invention, there being no allowable generic or 
linking claim. Applicant timely traversed the restriction (election) requirement in Paper 
No. 17. 

Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1.48(b) if one 
or more of the currently named inventors is no longer an inventor of at least one claim 
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remaining in the application. Any amendment of inventorship must be accompanied by 
a request under 37 CFR 1.48(b) and by the fee required under 37 CFR 1.1 7(i). 

Information Disclosure Statement 

Applicant should note, WO 97/41217, reference CC on PTO form 1449, filed Feb 
6, 2001, was only considered for the information in the English abstract, as no 
translation was provided. 

Priority 

Support for the methods of claims 43-60 was not found in the provisional 
application 60/138,733, therefore, these methods have only been given priority back to 
the filing date of the instant application, January 20, 2000. 

Claim Rejections - 35 (JSC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
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not commonly owned at the time a later invention was made in order for ttie examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 43-60 are rejected under 35 U.S.C. 103(a) as being unpatentable over Ke 
et al. (US Patent No. 6,352,970) in view of Tartaglia et al. (US Patent No. 6,403,552), 
Freidman et al. (US Patent No. 5,935,810, reference AB cited on PTO form 1449, filed 
Feb. 6, 2001) and Simonet et al. (reference BS cited on PTO form 1449, filed Feb 6, 
2001). 

Claims 43-60 are drawn to methods of identifying compounds to be tested for an 
ability to modulate bone mass and methods wherein such compounds are tested for the 
ability to modulate bone mass in a mammal. The methods of identifying compounds to 
be tested include determining whether a compound binds to a leptin polypeptide or 
leptin receptor polypeptide, determining whether a compound alters the level of 
leptin/leptin receptor complexes and contacting a cell expressing a leptin receptor with 
the compound alone or in combination with leptin and determining if the compound 
increases or decreases the activation of the leptin receptor. Specifically claimed are 
methods wherein the determinination of the level of activation of the leptin receptor is 
peri'ormed by measuring levels of phosphoryiated StatS polypeptide. The methods of 
identifying a compound that modulates bone mass in a mammal include the additional 
step of administering the compounds identified by these methods to a non-human 
mammal and determining whether the bone mass is modulated relative to an untreated 
control animal. 
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Ke et a\. teach leptin as a regulator of bone formation and teach using leptin or a 
leptin mimetic to treat diseases associated with decreased bone mass. Ke et al. teach 
assays to determine bone mass in mammals in vivo. Ke et al. do not teach assays to 
identify compounds to be tested for an ability to modulate bone mass. Ke et al. do not 
teach assays wherein leptin/leptin receptor complexes are measured. Ke et al. do not 
teach assays wherein a cell expressing the leptin receptor is used to assay for 
compounds, nor do Ke et al. teach measuring levels of Stat3 phosphorylation to 
determine leptin receptor activation. Ke et al. do not teach regulating leptin levels as a 
means to treat conditions associated with increased bone mass. 

Tartaglia et al. teach assays to determine modulators of leptin receptor (using the 
name Ob receptor (ObR). as taught by the specification as an alternative name for 
leptin receptor), including assays wherein a compound is assayed for its ability to bind 
to leptin receptor, leptin/leptin receptor complexes are measured in the presence and 
absence of compounds and a cell expressing leptin receptor is contacted with a 
compound and the level of expression is measured. Tartaglia et al. teach using 
compounds identified in these methods in non-human mammals in assays to determine 
if they regulate levels of leptin receptors in vivo. Tartaglia teach these assays wherein 
the level of phosphorylation of a Stat protein is measured, including StatS (see for 
example column 71). Tartaglia et al. do not teach their methods for use in determining 
modulators of bone mass, nor do they teach methods of measuring bone mass. 
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Friedman at al. (US Patent No. 5,935,810, reference AB cited on PTO form 1449, 
filed Feb. 6, 2001) teacli assays for screening for substances that are potentially 
modulators of leptin in mammals (see for example, column 6). 

Simonet et al. (reference BS cited on PTO form 1449, filed Feb 6, 2001) teach 
diseases that are associated with increased bone density. 

At the time the instant invention was made, it would have been obvious to 
determine compounds to be tested for their ability to modulate bone mass in a mammal, 
and subsequently test these compounds for their ability to modulate bone mass in a 
non-human mammal, because Ke et al. teach that leptin modulates bone mass and 
compounds which modulate leptin and the leptin receptor are useful for treating 
conditions wherein bone mass is lowered. It would have been obvious to determine 
compounds to be tested, and subsequently test these compounds in mammals, 
including performing assays wherein compounds that bind leptin or the leptin receptor 
are determined, assays wherein ieptin/leptin receptor complexes are measured, assays 
wherein activated Stat3 levels are determined and assays wherein a cell expressing 
leptin receptor is used because the prior art taught these methods for use in 
determining potential modulators of leptin and leptin receptor (see, for example, 
Tartaglia et al. and Friedman et al.). Tartaglia et al. and Friedman et al. teach their 
assays for use in determining leptin and leptin receptor modulators because of the role 
of leptin in obesity; however, it would have been obvious to use these methods to 
determine modulators of leptin and leptin receptor for any purpose. Tartaglia et al. and 
Friedman et al. teach the next step as testing potential modulators in vivo in non-human 
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animals, and it would have been obvious to do the same with compounds tested for the 
potential to modulate bone mass because Ke et al. teach assays to test for bone mass 
modulation in vivo and it would be an obvious step once a potential drug had been 
detemnined, It would have been obvious to test for compounds that increase or 
decrease bone mass because Ke et al. teach leptin as a regulator of bone mass and the 
prior art recognized medical conditions associated with both increased and decreased 
bone mass (see, for example, Simonet et al.)- One of ordinary skill in the art would 
have been motivated to practice methods of determining compounds to be tested for 
their ability to modulate bone mass, and subsequently test such compounds in non- 
human mammals because Ke et al. teach such compounds are useful for treating bone 
diseases. One skilled in the art would have been motivated to practice these methods 
by determining compounds that bind to leptin or leptin receptor, by assays wherein a 
compound is assayed for its ability to bind to leptin receptor, leptin/leptin receptor 
complexes are measured in the presence and absence of compounds and a cell 
expressing leptin receptor is contacted with a compound and the level of expression is 
measured because these assays were known in the prior art for determining modulators 
of leptin and leptin receptor. 

Therefore, at the time the instant invention was made, the invention of 
claims 43-60 would have been obvious to one of ordinary skill in the art, as a whole, 
based on the teachings of Ke et al., Tartaglia et al., Freidman et al. and Simonet et al. 
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Conclusion 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen A. Lacourciere whose telephone number is (703) 
308-7523. The examiner can normally be reached on Monday-Thursday 8:30-6:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, John LeGuyader can be reached on (703) 308-0447. The fax phone 
numbers for the organization where this application or proceeding is assigned are (703) 
308-4242 for regular communications and (703) 305-1935 for After Final 
communications. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (703) 308- 
0196. 




PMEKTEXAMINEB 



Karen A. Lacourciere 
January 27, 2003 



